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VAR Gl=8/9/10 
VAR G2=12/S02 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 

STEREO ATTRIBUTES: NONE 
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VAR Gl=8/9/10 
VAR G2=12/S02 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
GGCAT IS MCY AT 4 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC 7 

NUMBER OF NODES IS 14 
STEREO ATTRIBUTES: NONE 
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Preparation of 1, 2, 4-triaminobenzene derivatives 
useful for treating disorders of the central nervous 
system 

Rottlaender, Mario; Ritzen, Andreas; Bang, Norgaard 
Meorjte-n-r Khanzliiu, -frikolay; Wenzel, Tornoe Christian 
H. Lundbeck A/S, Den. 
PCT Int. Appl., 84 pp. 
CODEN: PIXXD2 
Patent 
English 
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MARPAT 141:123466 



R2 



R2' 



Y 




N 



— (Z) q -R3 



I 



NH2 




OEt 



II 



Title compds. I [Rl = H, alk (en/yn) yl , cycloalk (en) yl , etc.; R2-2' = H, 
alk(en/yn)yl, aryl, etc.; R3 = H, alk (en/yn) yl , cycloalk (en) yl, aryl, etc.; 
= CO, S02; Z = O, amino; q = 0-1; Y = (benzo) heteroaryl ] are prepared For 
instance, ( 4-amino-2-nitrophenyl ) carbamic acid Et ester is reductively 
alkylated with 5-Fluorobenzof uran-3-carboxaldehyde (i. o-xylene, Amberlite 
IRC-84, reflux, 5 h; ii. dioxane/MeOH, NaBH4) and the product reduced 
(EtOH/HCl, Fe, 60°, 20 ruin) to give II. I are useful in the treatment of 
diseases associated with the KCNQ family potassium channels; example compds. 
have EC50 < 20,000 nM for the KCNQ2 channel. 
721943-34-6P, [2-Amino-4- [ ( 5-methylthiophene-2- 

ylmethyl) amino] phenyl] carbamic acid ethyl ester dihydrochloride 
721943-35-7P, [2-Amino-4- [ ( 3-methylthiophene-2- 

ylmethyl) amino] phenyl] carbamic acid ethyl ester dihydrochloride 
721943-36-8P, [2 -Amino- 4- [ ( thiophene-2- 

ylmethyl) amino] phenyl] carbamic acid ethyl ester dihydrochloride 
721943-37-9P, [2-Amino-4- [ ( thiophene-3- 

ylmethyl) amino] phenyl] carbamic acid ethyl ester dihydrochloride 
72194 3- 3 9- IP, [2-Amino-4- [ [4- ( 4-chlorobenzenesulf onyl ) -3- 
methylthiophene-2-ylmethyl] amino] phenyl] carbamic acid ethyl ester 
721943-41-5P, [2-Amino-4- [ ( 3-chlorothiophene-2- 
ylmethyl) amino] phenyl] carbamic acid ethyl ester 72194 3-42-6P, 
[2-Amino-4- [ ( 4-bromo-3-methoxythiophene-2-ylmethyl) amino] phenyl ] carbamic 
acid ethyl ester 721943-46-0P 721943-47-1P 
721943-48-2P 72 1 94 3-4 9-3P, [2-Amino-4- [ (5- 

f luorothiophene-2-ylmethyl) amino] phenyl] carbamic acid ethyl ester 

721943-50-6P 72 1 94 3-51-7 P, [2-Amino-4-[ ( 5-bromothiophene- 

2-ylmethyl) amino] phenyl] carbamic acid ethyl ester 721943-52-8P, 

[2-Amino-4-[ ( 4-bromothiophene-2-ylmethyl ) amino] phenyl ] carbamic acid ethyl 

ester 721943-53-9P, [2-Amino-4-[ (5-ethylthiophene-2- 

ylmethyl) amino] phenyl] carbamic acid ethyl ester 721 94 3-55-1P, 

[2-Amino-4- [ ( 5-phenylthiophene-2-ylmethyl) amino] phenyl ] carbamic acid ethyl 

ester 721 94 3-58-4 P, N- [2-Amino-4- [ (5-chlorothiophene-2-* 

ylmethyl) amino] phenyl] -2- (4-f luorophenyl) acetamide 721 94 3-59-5P, 

N- [2-Amino-4- [ ( 5-chlorothiophene-2-ylmethyl ) amino] phenyl] -3, 3- 

dimethylbutyramide 721943-60-8P, [2-Amino-4-[ (5-methylthiophene- 

2-ylmethyl) amino] phenyl] carbamic acid ethyl ester 721943-61-9P, 

[2-Amino-4- [ (3-methylthiophene-2-ylmethyl) amino] phenyl ] carbamic acid ethyl 

ester 721943-62-0P, [2-Amino-4- [ (thiophene-2- 

ylmethyl) amino] phenyl] carbamic acid ethyl ester 721943-63-1P, 



[2-Amino-4- [ ( thiophene-3-ylmethyl ) amino] phenyl ] carbamic acid ethyl ester 
RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of 1 , 2, 4-triaminobenzene derivs. useful for treating disorders 
of central nervous system) 
RN 721943-34-6 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ ( 5-methyl-2-thienyl ) methyl] amino] phenyl] 
ethyl ester, dihydrochloride (9CI) (CA INDEX NAME) 



RN 721943-35-7 HCAPLUS 

CN Carbamic acid, [2-amino-4-[ [ ( 3-methyl-2-thienyl) methyl] amino] phenyl ] -, 
ethyl ester, dihydrochloride (9CI) (CA INDEX NAME) 



RN 721943-36-8 HCAPLUS 

CN Carbamic acid, [ 2-amino-4- [( 2-thienylmethyl ) amino] phenyl ]- , ethyl ester, 
dihydrochloride (9CI) (CA INDEX NAME) 



NH2 



0 




•2 HC1 




#2 HC1 



NH2 



0 




OEt 



#2 HC1 



RN 721943-37-9 HCAPLUS 

CN Carbamic acid, [2-amino-4- [( 3-thienylmethyl ) amino] phenyl ] -, ethyl ester, 
dihydrochloride (9CI) (CA INDEX NAME) 




•2 HC1 



RN 721943-39-1 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ [4- [ ( 4-chlorophenyl ) sulfonyl] -3-methyl-2 
thienyl]methyl] amino] phenyl]-, ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-41-5 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ (3-chloro-2-thienyl)methyl] amino] phenyl ] 
ethyl ester (9CI) (CA INDEX NAME) 




RN 
CN 



721943-42-6 HCAPLUS 

Carbamic acid, [2-amino-4- [ [ (4-bromo-3-methoxy-2- 

thienyl)methyl]amino]phenyl]-, ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-46-0 HCAPLUS 

CN Carbamic acid, [2-amino-4- [methyl [ (5-methyl-2-thienyl) methyl] amino] phenyl ] - 
, ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-47-1 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ (5-chloro-2-thienyl)methyl]methylamino] phenyl] - 
, ethyl ester (9CI) (CA INDEX NAME) 



NH2 




RN 721943-48-2 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ (5-chloro-2-thienyl) methyl] ethylamino] phenyl ] - 
, ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-49-3 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ (5-f luoro-2-thienyl ) methyl ] amino] phenyl ] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-50-6 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ (5-chloro-2-thienyl) methyl ] amino] phenyl ] 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-51-7 HCAPLUS 

CN Carbamic acid, [2-amino-4-[ [ ( 5-bromo-2-thienyl ) methyl ] amino] phenyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-52-8 HCAPLUS 

CN Carbamic acid, [2-amino-4-[ [ ( 4-bromo-2-thienyl) methyl] amino] phenyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 



Br 



NH2 



-CH2-NH 




— '<L- OEt 



RN 721943-53-9 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ ( 5-ethyl-2-thienyl) methyl ] amino] phenyl ] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-55-1 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ ( 5-phenyl-2-thienyl ) methyl ] amino] phenyl ] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-58-4 HCAPLUS 

CN Benzeneacetamide, N- [2-amino-4- [ [ (5-chloro-2-thienyl ) methyl ] amino] phenyl] - 
4-fluoro- (9CI) (CA INDEX NAME) 




RN 721943-59-5 HCAPLUS 

CN Butanamide, N- [2-amino-4- [ [ ( 5-chloro-2-thienyl ) methyl ] amino] phenyl ] -3 , 3- 
dimethyl- (9CI) (CA INDEX NAME) 




RN 721943-60-8 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ (5-methyl-2-thienyl) methyl] amino] phenyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-61-9 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ [ ( 3-methyl-2-thienyl) methyl] amino] phenyl ] -, 
ethyl ester (9CI) (CA INDEX NAME) 



NH2 




RN 721943-62-0 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ (2-thienylmethyl ) amino] phenyl] ethyl ester 
(9CI) (CA INDEX NAME) 




RN 721943-63-1 HCAPLUS 

CN Carbamic acid, [2-amino-4- [ (3-thienylmethyl) amino] phenyl] -, ethyl ester 
(9CI) (CA INDEX NAME) 




IT 721943-21-1P, [4- [ ( 5-Methylthiophene-2-ylmethyl ) amino] -2- 
nitrophenyl] carbamic acid ethyl ester 721 943-22-2P, 

[4-[ (3-Methylthiophene-2-ylmethyl) amino] -2-nitrophenyl] carbamic acid ethyl 
ester 72194 3-23-3P, [4- [ (Thiophene-2-ylmethyl) amino] -2- 
nitrophenyl] carbamic acid ethyl ester 721 94 3-24-4 P, 

[4- [ (Thiophene-3-ylmethyl) amino] -2-nitrophenyl] carbamic acid ethyl ester 

721943-29-9P, N- [4- [ ( 5-Chlorothiophene-2-ylmethyl ) amino] -2- 

nitrophenyl] -2- (4-f luorophenyl) acet amide 721943-31- 3P, 

N- [4- [ (5-Chlorothiophene-2-ylmethyl) amino] -2-nitrophenyl] -3, 3- 

dimethylbutyramide 

RL: RCT {Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 



(Reactant or reagent) 

(preparation of 1, 2 , 4-triaminobenzene derivs. useful for treating disorders 
of central nervous system) 
RN 721943-21-1 HCAPLUS 

CN Carbamic acid, [4- [ [ (5-methyl-2-thienyl) methyl] amino] -2-nitrophenyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-22-2 HCAPLUS 

CN Carbamic acid, [4- [ [ (3-methyl-2-thienyl ) methyl] amino] -2-nitrophenyl] -, 
ethyl ester (9CI) (CA INDEX NAME) 




RN 721943-23-3 HCAPLUS 

CN Carbamic acid, [2-nitro-4- [ (2-thienylmethyl) amino] phenyl] - , ethyl ester 
(9CI) (CA INDEX NAME) 




RN 721943-24-4 HCAPLUS 

CN Carbamic acid, [ 2-nitro-4- [( 3-thienylmethyl ) amino] phenyl ] -, ethyl ester 
(9CI) (CA INDEX NAME) 




'A 



RN 721943-29-9 HCAPLUS 

CN Benzeneacetamide, N- [4- [ [ (5-chloro-2-thienyl) methyl] amino] -2-nitrophenyl ] - 
4-fluoro- (9CI) (CA INDEX NAME) 




RN 721943-31-3 HCAPLUS 

CN Butanamide, N- [4- [ [ ( 5-chloro-2-thienyl ) methyl ] amino] -2-nitrophenyl] -3, 3- 
dimethyl- (9CI) (CA INDEX NAME) 



N02 



• CH2— NH 




NH 



— i! — CH2 — CMe3 
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1991:673452 HCAPLUS Full-text 
115:273452 

Aqueous herbicide suspension concentrates for paddy. 
Ogawa, Yasuo; Kimura, Fumio; Kimura, Yakira 
Ishihara Sangyo Kaisha, Ltd., Japan 

Faming Zhuanli Shenqing Gongkai Shuomingshu, 17 pp. 

CODEN: CNXXEV 

Patent 

Chinese 

1 



CN 1050662 
CN 1043502 
JP 03173801 
ES 2032254 



KIND 

A 
B 
A 
Al 



DATE 



19910417 
19990602 
19910729 
19930116 



APPLICATION NO. 

CN 1990-107901 

JP 1990-24037 
ES 1990-2451 



DATE 

19900919 

19900202 
19900925 



ES 2032254 Bl 19940116 

KR 181715 Bl 19990401 KR 1990-15338 19900927 

PRIORITY APPLN. INFO. : JP 1989-252853 A 19890928 

JP 1990-24037 A 19900202. 

AB The title concentrate contains >1 herbicide, surfactant, alkane and water. 
The herbicide is 4- ( 2 , 4-dichlorobenzoyl ) -1 , 3-dimethyl-5- 

benzoylmethoxypyrazole, 4- (2, 4-dichlorobenzoyl) -1, 3-dimethyl-5-pyrazolyl p- 
toluenesulf onate, etc. (34 compds. given). The surfactant is nonionic or 
anionic . 
IT 137658-67-4 

RL: AGR (Agricultural use); BAC (Biological activity or effector, except 
adverse) ; BSU (Biological study, unclassified) ; BIOL (Biological study) ; 
USES (Uses) 

(herbicidal composition containing, for paddy) 
RN 137658-67-4 HCAPLUS 

CN Acetamide, N- [2, 6-bis (formyl amino) phenyl] -2-chloro-N- [ (3-methoxy-2- 
thienyDmethyl]- (9CI) (CA INDEX NAME) 




\ 



=> => d stat que 120 
LI STR 
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"Ji H 



VAR Gl=8/9/10 
VAR G2=12/S02 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 

RING(S) ARE ISOLATED OR EMBEDDED 
NUMBER OF NODES IS 13 

STEREO ATTRIBUTES: NONE 

L6 2120 SEA FILE=REGISTRY SSS FUL LI 

L10 STR 
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< 08 
Gl^~CH2-N-^Cb-^N^G2 . ^S^ « q 

1 2 3 4 5 6 7 c ^ ^v C L 9 
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VAR Gl=8/9/10 
VAR G2=12/S02 
NODE ATTRIBUTES: 
DEFAULT MLEVEL IS ATOM 
GGCAT IS MCY AT 4 
DEFAULT ECLEVEL IS LIMITED 

GRAPH ATTRIBUTES: 
RSPEC 7 

NUMBER OF NODES IS 14 
STEREO ATTRIBUTES: NONE 
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The potential therapeutic use of phosphodiesterase 10 
inhibitors 
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Expert Opinion on Therapeutic Patents (2007), 17(2), 
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A review. The discovery of the enzyme phosphodiesterase 10A (PDE10A) was 
reported simultaneously in 1999 by three independent groups. PDE10A has been 
shown by localization studies to have the most restricted distribution of all 
the 11 known PDE families, with the PDE10A mRNA highly expressed only in the 
brain and testes. In the brain, mRNA and protein are highly enriched in the 
striatum and, together with increased Pharmacol, characterization, this unique 
distribution of PDE10A in the brain indicates a potential use of PDE10A 
inhibitors for treating neurol . and psychiatric disorders, in particular, 
psychotic disorders like schizophrenia. However, PDE10A inhibitors have also 
been claimed to be useful as treatment for cancer, diabetes and especially 
obesity. Two years after the reported discovery of PDE10A, Bayer filed the 
first patent application claiming PDE10A inhibitors, followed shortly 



AUTHOR (S) : 

CORPORATE SOURCE 
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DOCUMENT TYPE: 
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thereafter by Pfizer. Since then, a number of scientific publications and 
filed patents testify to an increasing pharmaceutical interest in this target. 
This article highlights and reviews research advances published in the patent 
literature between the first patent publication in June 2002 and Nov. 2006. 
The article is supplemented with selected publications from the scientific 
literature, emphasizing the possible involvement of PDE10A inhibitors in the 
treatment of schizophrenia and referring to studies aimed at understanding 
their mechanism and pathophysiol . 
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AB The present invention relates to the preparation of benzo [b] furan and 

benzo [b] thiophene derivs . I [U = 0 or S; Rl-2 independently = H, alkenyl, 
alkynyl, etc.; R3-6 independently = H, halo, CN, etc.; R7 = H, alkenyl, 
cycloalkenyl, etc.; R8-11 independently = H, CN, haloalkenyl, etc.; M = 

(X)m(Y)n(Z)o(Q)p; m, n, o and p = 0 or 1; X, Y, Z and Q independently = CH2 , 
CHR12 , and CR13R14; R12-14 independently = alkenyl, alkynyl, etc.], and their 
pharmaceutical^ acceptable salts, for use as serotonin, noradrenalin and/or 
dopamine reuptake inhibitors. Thus, e.g., II was prepared by converting 
intermediate [2- (2-methylbenzo [b] thiophen-3- ylsulfanyl) phenyl ] methanol to the 
mesylate then substitution with Me amine. Methods for bioassays are provided 

(no data) . I is further disclosed for treatment of affective disorders, pain 
disorders, attention deficit hyperactivity disorder, and stress urinary 
incontinence . 
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AB Title compds. I [Rl-2 independently = H, alkenyl, alkynyl, etc.; R3-6 ^and R8- 
12 independently = H, halo, CN, etc.; R7 « H, alkenyl, cycloalkenyl, etc.; M = 
(X)m(Y)n(Z)o(Q)p; m-p independently = 0-1 with provision that when m+n+o+p = 1 
then none of X, Y, Z and Q = CH2; X, Y, Z and Q = CH2, CHR13 or CR14R15 
wherein R13-15 independently = alkenyl, alkynyl, cycloalkenyl, etc.], and 
their pharmaceutically acceptable salts, are prepared and disclosed as 
serotonin, noradrenalin, and/or dopamine reuptake inhibitors. Thus, e.g, II 
was prepared by deprotection of corresponding N-BOC derivative (preparation 
given) . Bioassay methods are described (no data) . I is further disclosed for 
treatment of affective disorders, pain disorders, attention deficit 
hyperactivity disorder, and stress urinary incontinence. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to pyridine derivs. of the general formula I, which are 
openers of the KCNQ family of potassium ion channels. In compds . I, q is 0 or 
1; Rl and R2 are independently selected from halo, cyano, Cl-6 alkyl, C3-8 
cycloalkyl, C3-8 cycloalkyl-Cl-6 alkyl, halo-Cl-6 alkyl, C2-6 alkenyl, C2-6 
alkynyl, etc.; and R3 is selected from Cl-8 alkyl, C2-8 alkenyl, C2-8 alkynyl, 
C3-8 cycloalkyl, (un) substituted aryl-Cl-6 alkyl, (un) substituted aryl-C3-8 
cycloalkyl, heteroaryl-Cl-6 alkyl, etc. The invention also relates to the 
preparation of I, pharmaceutical compns . comprising a compound according to 
formula I and one or more pharmaceutically acceptable carriers or diluents, as 
well as to the use of the compns. for the treatment of CNS disorders, such as 
epilepsy. Heterocyclization of 2-amino-4 , 6-dimethylpyridine with bis (2- 
chloroethyl) ether gave morpholinylpyridine II, which underwent nitration, 
reduction, and acylation with 3- (3-chlorophenyl) propionic acid to give 
(acylamino) pyridine III. Of the compds. of the invention, many express EC50 
values of less than 200 nM in an assay for relative efflux through the KCNQ2 
channel (no specific data) . 
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Nature Publishing Group 
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Use of postmenopausal hormone replacement therapy (HRT) has been hypothesised 
to be associated with a reduced risk of non-Hodgkin ' s lymphoma (NHL), but the 
epidemiol. evidence is conflicting. To examine the risk of NHL in HRT users 
aged 40 and older, we conducted a cohort study in the County of North Jutland, 
Denmark (population 0.5 million) using data from population-based health 
registries for the period 1989-2002. We computed age-standardized NHL 
incidence rates and used Cox regression anal, to compute the relative risk 
(RR) and corresponding 95% confidence intervals (CI) of NHL among HRT users 
compared with non-users, adjusting for age and calendar period. The number of 
prescriptions redeemed (1, 2-4, 5-9, 10-19, or 20 or more prescriptions) was 
used as a proxy for duration of HRT. We identified 40 NHL cases among HRT 
users during 179,838 person-years of follow-up and 310 NHL cases among non- 
users during 1 247,302 person-years of follow-up. The age-standardized 
incidence rates of NHL were 25.7 per 100,000 among HRT users and 24.2 per 
100,000 among non-users, yielding an adjusted RR of 0.99 (95% CI: 0.71-1.39). 
Our data did not support an association between HRT use and risk of NHL. 
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Optimizing Lithium Dosing in ' Hemodialysis 
Bjarnason, N. H.; Munkner, R.; Kampmann, J. P.; 
Tornoe, C. W.; Ladefoged, S.; Dalhoff, K. 
Department of Clinical Pharmacology, Rigshospitalet , 
Copenhagen, Den. 

Therapeutic Drug Monitoring (2006), 28(2), 262-266 
- CODEN: TDMODV; ISSN: 0163-4356 
Lippincott Williams & Wilkins 
Journal 
English 

We studied a 62-yr-old female hemodialysis patient during initiation and 
maintenance of lithium carbonate therapy. Three different methods were 
applied to estimate the regimen: a scenario based on volume of distribution 
(Vd) , a scenario based on glomerular filtration rate (GFR) , and a scenario in 
which we developed an algorithm based on a 2-compartment distribution without 
elimination. The GFR estimate led to plasma concns . 3-4 times lower than 
those anticipated. In contrast, the ests . based on Vd and the algorithm, 
derived from pharmacokinetic modeling led to comparable loading dose ests. 
Furthermore, the maintenance dose estimated from the. central compartment (VI) 
led to plasma concns. within the therapeutic range. Thus, a regimen where 12.2 
mmol lithium was given after each hemodialysis session resulted in stable 
between-dialysis plasma lithium concns. in this patient with no residual 
kidney function. We did not observe adverse effects related to this regimen, 
which was monitored from 18 days to 8 mo of therapy, and the patient 
experienced relief from her severe depressive disorder. In conclusion, 
dialysis patients may be treated with lithium administrated immediately 
postdialysis . Further observations are necessary to obtain robust long-term 
safety data and to optimize the monitoring schedule. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to aniline derivs . of formula I, which are openers of 

the KCNQ family of potassium ion channels. In compds . I, Z is O or S; q is 0 
or 1; Rl and R2 are independently selected from halo, cyano, amino, Cl-6 
alkyl, C2-6 alkenyl, C3-8 cycloalkyl, C3-8 heterocyclyl, aryl, heteroaryl, 
etc.; R3 is selected from Cl-8 alkyl, C2-8 alkenyl, C3-8 cycloalkyl, aryl-Cl-6 
alkyl, .aryl-C3-8 cycloalkyl, C3-8 heterocyclyl-Cl-6 alkyl, heteroaryl-Cl-6 
alkyl, etc.; and R4 is selected from halo, cyano, Cl-6 alkyl, C2-6 alkenyl, 
C3-8 cycloalkyl, C3-8 heterocyclyl, aryl, heteroaryl, aryl-Cl-6 alkyl, 
(un) substituted amino, etc. The invention also relates to the preparation of 

I, pharmaceutical compns . comprising a compound I with one or more 
pharmaceutically acceptable carriers or diluents, as well as to the use of the 
compns. for the treatment of a disorder or disease being responsive to an 
increased ion flow in a potassium channel, such as epilepsy. Amidation of 
cyclopentaneacetyl chloride with 4rbromo-2 , 6-dimethylaniline gave acetamide 

II, which underwent substitution with pyrrole to give acetanilide III. Some 



compds. of the invention express EC50 values below 200 nM in an assay for 
affinity for the KCNQ2 receptor subtype. 
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During the past years several new automatic pipe plants have been established 
or retrofitted in the USA. A large part of the plants have been built up from 
the ground with the challenges that planning, permission etc. bring. Contrary 
to these plants other installations have been carried out on the basis of 
existing buildings with the utmost consideration to partly reduce the extent 
of the building investments, at the same time making use of earlier 
investments in production equipment. 
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A review. The metabotropic glutamate receptors (mGluR) consist 
eight G-protein-coupled receptors that differ in their function 
and physiol. roles within the central nervous system. In recent years 
substantial efforts have been made towards developing selective agonists and 
antagonists which have proven useful for elucidating their potential as novel 
targets for the treatment of psychiatric and neurol . diseases. In the present 
review the authors will provide an update of the recent developments of 
functional allosteric modulators of the mGluR family and explore their 
therapeutic potential for anxiety/depression, schizophrenia, epilepsy/stroke, 
pain and Alzheimer's, Parkinson's and Huntington's diseases 
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* STRUCTURE. DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The invention relates to morpholine and thiomorpholine derivs. I, which are 

potassium channel openers. In compds . I, W is O or S; Z is a bond or O; Rl is 
selected from halo, cyano, Cl-6 alkyl, C2-6 alkenyl, C2-6 alkynyl, C3-8 
cycloalk(en) yl (oxy) , etc.; R2 is selected from halo, cyano, Cl-6 alkyl, C3-8 
cycloalk(en) yl (oxy) , (un) substituted Ph, (un) substituted pyridinyl, etc.; R3 
is selected from Cl-10 alkyl, C2-10 alkenyl, C2-10 alkynyl, C3-8 
cycloalk(en) yl, aryl-C3-8 cycloalk (en) yl, aryl, etc.; and each of R4, R5, R6, 
and R7 is independently selected from H and aryl; as the free base or salts 
thereof. The invention also relates to the preparation of I, pharmaceutical 
compns . containing one or more of compds. I and one or more pharmaceutical^ 
acceptable carriers or diluents, as well as to the use of the compns. for the 
treatment of a disorder or disease responding to an increased ion flow in a 
potassium channel. 4-Nitro-2- (trif luoromethyl ) aniline underwent ortho- 
bromination and reduction to give diamine II. II cyclized regioselectively 
with bis- (2-bromoethyl) ether to give the corresponding morpholine, which was 
acylated with 4-f luorophenylacetyl chloride resulting in the formation of 
morpholine derivative III. The compds. of the invention express an EC50 value 
of less than 20 |iM, and in many cases less than 200 nM, in the assay of 
relative efflux through the KCNQ2 channel. 
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AB The present invention relates to the title compds . and their use as serotonin 
reuptake inhibitors and preferably also norepinephrine reuptake inhibitors in 
the treatment of depression, anxiety, affective disorders, pain disorders, 
attention deficit hyperactivity disorder (ADHD) and stress urinary 



incontinence. 2- ( lH-indol-3-ylsulf anyl) -N, N-dimethylbenzamide was reduced 
with borane in THF to give I. Biol, testing data include measurements of 
[3H]-5-HT uptake and [3H] noradrenaline uptake into rat cortical synaptosomes . 
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Use of metronidazole has been suggested to be associated with an increased 
risk of acute pancreatitis in case reports. To examine this issue within a 
proper epidemiol. design. We identified 3083 incident cases of acute 
pancreatitis from Hospital Discharge Registries in three Danish counties and 
30 830 matched population controls. From prescription databases, we extracted 
information on use of metronidazole with or without concomitant use of proton- 
pump inhibitors and/or amoxicillin, macrolides or tetracycline. Adjusted odds 
ratios for acute pancreatitis in study subjects who redeemed a prescription 
for metronidazole within 30, 31-180, or 181-365 days before hospitalization or 
index date among controls were 3.0 [95% confidence interval (CI): 1.4-6.6], 
1.8 (95% CI: 1.2-2.9) and 1.1 (95% CI: 0.6-1.8), resp. Among subjects with a 
concomitant prescription for proton-pump inhibitors and/or amoxicillin, 
macrolides or tetracycline within. 30, 31-180, or 181-365 days before 
hospitalization, or index date among controls, adjusted odds ratios were 8.3 
(95% CI: 2.6-26.4), 2.7 (95% CI: 1.4-5.5), and 1.7 (95% CI: 0.6-4.8), resp. 
Metronidazole may increase the risk" of acute pancreatitis. However, the risk 
seems mainly to increase when metronidazole is used in combination with other 
drugs used for Helicobacter pylori eradication. 
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AB The present invention relates to cyclopropyl derivs. of formula (I) or salts 
thereof such as pharmaceutically acceptable salts [wherein R1-R5 = 
independently H, halogen, cyano, nitro, Cl-6 alk (en/yn) yl , C3-8 
cycloalk(en) yl, C3-8 cycloalk (en) yl-Cl-6-alk (en/yn) yl , amino, Cl-6 
alk (en/yn) ylamino, di [ CI- 6-alk (en/yn) yl] amino, Cl-6 alk (en/yn) ylcarbonyl, 
aminocarbonyl, Cl-6-alk (en/yn) ylaminocarbonyl, di [Cl-6 

alk(en) yl] aminocarbonyl, hydroxy, Cl-6 alk (en/yn) yloxy, Cl-6-alk (en/yn) ylthio, 
halo-Cl-6 alk(en/yn) yl, halo-Cl-6 alk (en/yn) ylsulfonyl , halo-Cl-6 
alk(en/yn) ylsulfanyl, and Cl-6 alk (en/yn) ylsulfonyl ; R6 = H, halo-Cl-6 
alk(en/yn) yl, Cl-6 alk (en/yn) yl , C3-8 cycloalk (en) yl, C3-8 cycloalk (en) yl-Cl-6 
alk (en/yn) yl; R7 = aryl, heteroaryl, aryl-CR8R9- (wherein R8, R9 = H, Cl-6 
alk(en/yn) yl, C3-8 cycloalk (en) yl, C3-8 cycloalk (en) yl-Cl-6 alk (en/yn) yl) ; n = 



0-2; Q = Ql,* Q2, Q3, etc.; RIO, R12 = aryl; Rll = aryl, benzyl, halo-Cl-6 
alk (en/yn) ylsulf onyl, Cl-6 alk (en/yn) ylsulf onyl, arylsulf onyl, arylacyl, Cl- 
alk (en/yn) ylcarbonyl, aminocarbonyl, etc.; R13 = H, HO, cyano, or NH2, etc.] 
These compds . are NK3 receptor antagonists and may therefore be useful for 
treatment of diseases where the NK3 receptor is implicated, including 
psychotic disorders, schizophrenia, depression, anxiety, Parkinson's disease 
pain, convulsions, cough, asthma, airway hyperresponsiveness, microvascular 
hypersensitivity, bronchoconstriction, gut inflammation, inflammatory bowel 
disease, hypertension, imbalances in water and electrolyte homeostasis, 
ischemia, edema, plasma extravasation, and obesity. For example, (lS,2R)-2- 
(4-acetylamino-4-phenylpiperidin-l- ylmethyl) -1- (3, 4- 

dichlorophenyl) cyclopropanecarboxylic acid N-benzyl-N-methylamide had an 
apparent NK3 affinity (Ki) of less than 50 nM in using a membrane prepared 
from baby hamster cells stably expressing the human NK3 receptor. 
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AB A method and an apparatus for the manufacture of concrete pipes (2) comprising 
an outer layer, said outer layer forming the pipe (2) itself, as well as an 
inner layer of greater d. in surface structure, said inner layer being applied 
by an applicator in a mold (1) comprising both outer (3) and inner (4) mold 
parts, said applicator being formed by an inner mold part or core (4) or by an 
applicator unit in immediate connection with the core (4), said applicator 
applying the inner layer during simultaneous or during immediately following 
vibration, said inner layer being applied during movement of the inner mold 
part or core (4) in its longitudinal direction, in which core one or more 
supply openings (14) are provided along the circumference of the core (4) at 
the upper end of the core (4) for the supply of a further material. 
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AB The P-hydroxymethylene in threonine residues adjacent to an N-terminal amino 
acid were subjected to oxidation effected by Dess-Martin periodinane on solid 
support. Fmoc-cleavage at the N-terminal amino acid afforded 3, 6-dihydro-lH- 
pyrazin-2-one, which oxidized spontaneously to the lH-pyrazin-2-ones I (R is 
an amino acid side chain) . A variety of naturally occurring and synthetic a- 
amino acids gave rise to a diverse subset of f unctionalized lH-pyrazin-2-ones . 
An amino functionality in the side-chain of the N-terminal amino acid residue 
allowed elongation by conventional solid phase peptide chemical, yielding II 
(n = 1 or 4). Furthermore, elongation of the side-chain with Thr and a second 
amino acid followed by oxidation afforded bis-lH-pyrazin-2-one III in high 
yield. 
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AB A library consisting of about half of 800 000 possible peptidotriazoles on 450 
000 beads was prepared by solid-phase peptide synthesis combined with a 
regiospecif ic copper ( I ) -catalyzed 1,3-dipolar cycloaddn. between a resin-bound 
alkyne and a protected amino azide. The central [ 1 , 2 , 3 ] -triazole was flanked 
on each side by two randomized amino acids introduced in a combinatorial 
approach. Importantly, the formation of the triazole could be performed 
quant, in a randomized fashion. The library was screened on solid phase for 
inhibitory effect against a recombinant cysteine protease, Leishmania mexicana 
CPB2.8ACTE and sorted by a high-throughput instrument, COPAS beadsorter (up to 
200 000 beads/h) . Forty-eight hits were analyzed by MALDI-TOF MS providing 
structural information about the protease specificity, and 23 peptidotriazoles 
were resynthesized and evaluated in solution, with the best inhibitor 
displaying a Ki value of 76 nM. A one-pot procedure was used to convert Fmoc- 
amino azides into their corresponding Boc derivs . The crucial influence of 
weak interactions with a spacer used for detection by MALDI-TOF MS on 
screening results was observed 
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The interactions of epothilone analogs with the paclitaxel binding site of 
microtubules were studied. The influence of chemical modifications in the C15 
side chain and in C12 on binding affinity and microtubule elongation was 
characterized. Modifications favorable for binding affinity are (1) a 
thiomethyl group at C21 of the thiazole side chain, (2) a Me group at C12 in S 
configuration, (3) a pyridine side chain with C15 in S configuration, and (4) 
a cyclopropyl moiety between C12 and C13. The same modification in different 
ligands has similar effect on affinity, allowing good structure-affinity 
characterization. The correlation between binding, microtubule stabilization, 
and cytotoxicity of the compds . has been determined, showing differential 
effects of the modifications. The binding consts. correlate well with IC50 
values, demonstrating that affinity measurements are a useful tool for drug 
design . 
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AB Cis- and trans-12, 13-cyclopropyl and 12 , 13-cyclobutyl epothilones I (X = CH2, 
CH2CH2; Rl = fused ring structure with R2, C1-C6 alkane; R2 = fused ring 
structure with Rl or R3, C1-C6 alkane) or II (X = CH2 , CH2CH2) were prepared 
as potent tubulin polymerization promoters and cytotoxic agents for use as 
anticancer agents. Thus, III was subjected to Nozaki-Hiyama-Kishi coupling, 
an aldol reaction and Yamaguchi lactonization followed by deprotection to 
yield II (X = CH2) with an IC50 of 1.60 nM against 1A9 human ovarian carcinoma 
cells. As well, 83% of tubulin polymerized after incubation with 3 jiM of II 
(X = CH2) . 
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AB Epothilone B derivs . of formula I [R = (substituted) heterocyclyl ; Rl = H, Me; 
X = O, CH2] are prepared for the treatment of proliferative diseases, such as 
a tumor. Pharmaceutical compns . containing I are described. Thus, II was 
prepared, and had IC50 of 0.7 against 1A9 human ovarian carcinoma cells. 
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AB 



The authors report the total synthesis of 1-O-methyllaterif lorone using 
prenylated 2 , 2 1 -dimethylbenzopyran fragment I and cage ring system II as 
starting materials. After preparation of II from benzenoid III, II was then 
reacted with 4-MeC6H4S03H, Dess-Martin periodinane, NaC102, and I/4-DMAP to 
give a compound which was converted to quinone IV. Exposure of IV to 
pyridinium p-toluenesulf onate in refluxing benzene gave the title compound in 
83% yield. 
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A symposium report. EXPO3000 is a copolymer of PEG3000 bis ( 3-methyloxetan-3- 
ylmethyl ether) with tetrakis [ 4- (3-methyloxetan-3- ylmethyl ) phenyl ] silane 
which has low swelling in solvents ranging from polar to nonpolar and could be 
expanded by cleaving a crosslinking unit within the resin. It is well suited 
to organic synthesis before swelling, whereas the high swelling after 
expansion makes it suitable for on-bead enzymic assays. 
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AB The authors synthesized cis- and trans-12, 13-cyclopropyl and 12, 13-cyclobutyl 
epothilone analogs, e.g. I [R = 2-methyl-4-thiazolyl, 5-methyl-2-pyridyl, X = 
(CH2)n, n = 1,2], using aldol, Nozaki-Hiyama-Kishi coupling, and Yamaguchi 
macrolactonization reactions. Thus, the Nozaki-Hiyama-Kishi coupling reaction 
was used to attach the thiazolylpropenyl segment. These derivs. were tested 
for cytotoxicity against human ovarian carcinoma cell lines as well as human 
epidermoid cancer cell lines and |}-tubulin mutant cell lines. The activity 
. promoting tubulin polymerization was also examined Trans-I (R = 5-methyl-2- 
pyridyl, X = CH2) showed outstanding activity against all the cell lines, with 
IC50 = 0.6 nM in the human ovarian carcinoma cell line. Some of the compds . 
display a similar cytotoxicity profile against the (3-tubulin mutants compared 
to epothilone A. 
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Peptidotriazoles were prepared via Cu { I ) -catalyzed 1,3- 
reactions of HC . tplbond. CCO-FGFG-resin with azides. 
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A new polymer for synthesis and enzymic assays is presented which combines 
moderate loading with the biocompatibility of poly (ethylene glycol) -based 
resins. The polymer was prepared by copolymn. of oxetane terminated 
polyethylene glycol and a silane having 4 benzyl oxetane groups. The polymer 
displays low swelling in all solvents until selective cleavage of a silyl 
based crosslinker expands the polar resin to render it penetratable for 
enzymes (an example with a 27 kDa protease is given) . An efficient alkylation 
procedure for derivatization of long PEG-chains is also presented. 
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AB In addition to the total synthesis of the thiomethyl thiazole side chain 
analog of epothilone B I, a series of related trans-12, 13-cyclopropyl 
epothilone B analogs, e.g. II, was accomplished. While the synthesis of the 
epothilone B analog I proceeded through a Stille coupling of a vinyl iodide 
substrate containing the epothilone macrocycle with the appropriate side chain 
stannane, that of the cyclopropyl analogs involved a convergent strategy in 
which a Nozaki-Hiyama-Kishi coupling was used as a means of introducing the 
side chains prior to Yamaguchi macrolactonization and final elaboration to the 
target mols. The synthesized analogs were subjected to biol. evaluation 
involving in vitro tubulin polymerization, affinity for the microtubule Taxol 
binding site and cell cytotoxicity assays. The results identified the 
methylthio thiazole side chain as a potency enhancing moiety for the 
epothilones and shed further light on the structure-activity relationships 
within this important class of chemotherapeutic agents. 
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Cycloadditions of Terminal Alkynes to Azides 
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The cycloaddn. of azides to alkynes is one of the most important synthetic 
routes to 1H- [1, 2, 3] -triazoles . This work reports a novel regiospecif ic 
copper (I) -catalyzed 1,3-dipolar cycloaddn. of terminal alkynes to azides on 
solid-phase. Primary, secondary, and tertiary alkyl azides, aryl azides, and 
an azido sugar were used successfully in the copper ( I ) -catalyzed cycloaddn. 
producing diversely 1 , 4-substituted [1, 2, 3] -triazoles in peptide backbones or 
side chains. The reaction conditions were fully compatible with solid-phase 
peptide synthesis on polar supports. The copper (I) catalysis is mild and 
efficient (>95% conversion and purity in most cases) and furthermore, the x- 
ray structure of 2-azido-2-methylpropanoic acid has been solved, to yield 
structural information on the 1,3-dipoles entering the reaction. Novel Fmoc- 
protected amino azides were prepared from Fmoc-amino ales, by Mitsunobu 
reaction. 
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AB The design, chemical synthesis, and biol . evaluation of a series of 

cyclopropyl and cyclobutyl epothilone analogs are described. The synthetic 
strategies toward these epothilones involved a Nozaki-Hiyama-Kishi coupling to 
form the C15-C16 carbon-carbon bond, an aldol reaction to construct the C6-C7 
carbon-carbon bond, and a Yamaguchi macrolactonization to complete the 
required skeletal framework. Biol, studies with the synthesized compds . led 
to the identification of 6 epothilone analogs as potent tubulin polymerization 
promoters and cytotoxic agents with ( 12R, 13S, 15S) -cyclopropyl 5-methylpyridine 
epothilone A (I) as the most powerful compound whose potencies (e.g. IC50 = 
0.6 nM against the 1A9 ovarian carcinoma cell line) approach those of 
epothilone B. These investigations led to a number of important structure- 
activity relationships, including the conclusion that neither the epoxide nor 
the stereochem. at C12 are essential, while the stereochem. at both C13 and 
C15 are crucial for biol. activity. These studies also confirmed the 
importance of both the cyclopropyl and 5-methylpyridine moieties in conferring 
potent and potentially clin. useful biol. properties to the epothilone 
scaffold. 
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Recent developments in the chemistry, biology and 
medicine of the epothilones 
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The epothilones have occupied center stage on the scenes of total 
chemical biol. and medicine for the last five years, no doubt 
their intriguing mode of action and unusually high potency against 
tumor cells, including multidrug-resistant cell lines. This article reviews 
the most recent advances within this exciting field. Thus, an overview of 
recent synthetic endeavors culminating in a new generation of total syntheses 
and analogs, some with higher potencies than the naturally occurring 
substances, will be given, and the chemical biol., in particular the current 
understanding of structure-activity relationships of the epothilones, will 
also be discussed in light of the latest biol. results. In addition, the 
recently elucidated biosynthetic machinery of the natural epothilone-producing 
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myxobacterium Sorangium cellulosum, as it is now understood, will be 
described. Finally, some preclin. and clin. studies will be summarized. 
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Journal 
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a bis-phenylalanine mimetic (I) and its incorporation into 
giving a conf ormationally constrained organometallic SP 
described. The lactam I was synthesized in five steps, via 
-Emmons olefination reaction, enantioselective hydrogenation 
( (S, S) Et-DuPHOS) ]+OTf- arid intramol . cyclization with PyAOP 
nt. Comparative CD studies of II with native SP indicated 
lity around the amide bond of Phe (7 ) -Phe ( 8 ) sequence is 
C-terminal (from residue Gln(4)) to adopt an a-helical 
the micellar environment created by SDS or in methanol. 
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AB The authors have constructed two 12 , 13-cyclopropyl (15S and 15R) and two 

12, 13-cyclobutyl (15S.and 15R) epothilone analogs (e.g. I) by total synthesis 
and evaluated their biol . activities. While the 15S compds . exhibited potent 
tubulin polymerization activity and cytotoxicity against tumor cells, the 15R 
isomers were devoid of such actions. This re-enhanced the view that while the 
oxygen atom at the C12-C13 site is not necessary for biol. activity, the 
proper configuration at C15 is absolutely essential for it. 

REFERENCE COUNT: 39 THERE ARE 39 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L20 ANSWER 34 OF 52 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 

CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
GI 



HCAPLUS COPYRIGHT 2007 ACS on STN 
2001:30050 HCAPLUS Full-text 
134:222998 

a-Azido acids for direct use in solid-phase 
peptide synthesis 

Tornoe, Christian W.; Davis, Peg; Porreca, 
Frank; Meldal, Morten 

Department of Chemistry, Carlsberg Laboratory, 
Copenhagen, DK-2500, Den. 

Journal of Peptide Science (2000), 6(12), 594-602 

CODEN: JPSIEI; ISSN: 1075-2617 

John Wiley & Sons Ltd. 

Journal 

English 

CASREACT 134:222998 



Rl R2 
N3^^C02H I 



AB Several new ct-azido acids, e. g., I [Rl, R2 = Me; Rl = Me, R2 = Et; Rl, R2 = 

Et; Rl, R2 = Ph; Rl = H, R2 = (CH2)13Me, etc.] have been synthesized and their 
use in solid-phase peptide synthesis has been demonstrated. The azido group 
allows for high activation of the carboxyl group as an acid chloride without 
formation of byproducts and with no detectable racemization . An analog of 
Leu-enkephalin has been prepared and tested in the mouse vas deferens and 
guinea pig ileum bioassays: it displays moderate activity at the 8-opioid 
receptor . 
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Chiral dendrimers up to the second generation have been prepared from 
enantiopure aromatic bis- and tris (amino acids) by peptide coupling 
techniques. The dendrimers could be deprotected to yield water-soluble 
polyamine and/or polycarboxylic acid macromols. Two complementary types, with 
respect to the charges carried in water at pH = 7, were synthesized. A 
chiroptical study of the protected dendrimers, which were soluble in THF and 
CHC13, was conducted. The results of that study indicate that the solution 
shapes of these dendrimers are rather decongested, with little steric 
interaction between different parts of the dendritic structure. 
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Four chemotactic peptides, For-Met-Xxx-Phe-OMe (Xxx = Aib, Deg, Dpg, or Dph, 
where Aib = 2-aminoisobutyric acid, Deg = diethylglycine, Dpg = 
dipropylglycine, Dpg = diphenylglycine) with an a, a- disubstituted amino acid 
at position 2 have been synthesized by the azido acid method on solid-phase, 



and were tested for biol . activity. Dpg in the central position was found to 
be as active as the natural chemotactic peptide for chemotactic activity 
toward human neutrophils. Higher yields were obtained than previously 
reported solution-phase .syntheses of chemotactic peptides, and EEDQ (2-ethoxy- 
1-ethoxycarbonyl-l, 2- dihydroquinoline) was used successfully for the 
difficult solid-phase formylation of amino groups. 
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AB The title compels . [I; Rl = H, halo, CF3, etc.; R2, R3 = H, CF3 , alkyl, etc.; 
= 1-5; m = 0-1; A = N(R4)DsZq, II-IV (wherein Z = O, S; s = 0-1; q = 0-1; R4 
H, alkyl, alkenyl, etc.; D = alkylene, alkenylene, alkynylene) ; B = 

(un) substituted Ph, indolyl, etc.; Ar = (un) substituted Ph, thienyl, furanyl, 
etc.] and their pharmaceutical^ acceptable acid addition salts which are 
potently binding to the 5-HT1A receptor, were prepared Thus, reacting 5- (4- 
bromobutyl) -1, 4-benzodioxane (preparation given) with (+)-l-[3- 

(methylamino) propyl] -1- ( 4-f luorophenyl) -1, 3-dihydroisobenzof uran- 5- 
carbonitrile in the presence of K2C03 in Me iso-Bu ketone afforded 73% ( + )-V 
which showed IC50 of 39 nM against 3H-5-CT binding and IC50 of 60 nM against 
serotonin reuptake. 
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For the first time, enzymic resolution of a-azido acid amides has been 
successfully demonstrated with high yields and enantiomeric excess. In one 
case dynamic kinetic resolution was achieved leading to >50% yield of the 
enantiomerically pure azido acid. Chiral HPLC was also used to sep. racemic 
ct-azido acids, and the separation process was automated. Two routes to 
enantiopure a-azido acid building blocks for solid-phase peptide synthesis 
have, therefore, been established. 
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AB A review with 20 refs. The iodine-magnesium exchange reaction allows the 

preparation of polyf unctional aryl, heteroaryl, or alkenyl magnesium reagents 
at low temperature These reagents display the typical reactivity of Grignard 
compds. and undergo various copper-catalyzed reactions such as allylation or 
1,4-addition Using this halogen-metal exchange reaction, it was possible to 
generate polyf unctional magnesium reagents on the solid phase. 
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on the authors 1 work using ct-azido amino acids as versatile 
solid phase peptide synthesis. 
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AB Grignard reactions of IC6H4R (R = p-Me3C02C, p-, m-NC, p-Et02C, p-Br) with BzH 
gave 89-94% PhCH (OH) C6H4R. Similarly, IC6H4R (R = p-piperidinocarbonyl , p-, 
o-NC, o-, p-Br) and allyl bromide gave 75-89% H2C : CHCH2C6H4R. Grignard 
reactions were also carried out supported on Wang resin to give 11 products 
such as p-RC6H4C02H (R = allyl, PHCH (OH), NC, PhS) , 5-allylthiophene-2- 
carboxylic acid, 5-cyanof uran-2-carboxylic acid, etc. 
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Synthesis of a chiral dendrimer based on 
polyf unctional amino acids 
Ritzen, Andreas; Frejd, Torbjorn 
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University, Lund, 221 00, Swed. 

Chemical Communications (Cambridge) (1999), (2), 
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Journal 
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A chiral, nonracemic dendrimer of generation two based on nine units of an 
aromatic bis-amino acid and one unit of protected tris-alanine was obtained 
through convergent synthesis. 
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amino acid 
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AB Two phenyltrisalanine derivs. I (Rl = Me, R2 = Cbz; Rl = CH2Ph, R2 = Boc) , new 
trif unctional amino acids, were synthesized in optically active forms. Two 
complementary techniques, Horner-Wadsworth-Emmons olefination reaction or Heck 
coupling reaction, were employed, and the resulting dehydroamino acids were 
hydrogenated using a chiral Rh (I) -Et-DuPHOS catalyst. Phenyltrisalanine 
derivs. I were obtained with excellent stereoisomeric purity. 
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Cyclization of meta-phenylene-bis-alanine derivatives 
Ritzen, Andreas; Frejd, Torbjorn 

Department of Chemistry, Organic Chemistry 1, Lund 
University, Lund, SE-221 00, Swed. 
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1: Organic and Bio-Organic Chemistry (1998), (20), 
3419-3424 

CODEN: JCPRB4; ISSN: 0300-922X 
Royal Society of Chemistry 
Journal 
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CASREACT 130:81825 
of a meta-phenylene-bis-alanine derivative with several 

moieties was investigated. A large difference in the ease of 
observed depending on which path of cyclization was chosen, 
cate that the closed-loop mols. adopt folded conformations 
rectly above the aromatic ring plane. 
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Preparation of highly f unctionalized Grignard reagents 
by an iodine-magnesium exchange reaction and its 
application in solid-phase synthesis 
Boymond, Laure; Rottlander, Mario; Cahiez, 
Gerard; Knochel, Paul 

Fachbereich Chemie Universitat, Marburg, D-35032, 
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AB Grignard reagents were prepared via iodine-magnesium exchange and the use of 
the reagents thus obtained was reported. Wang resin was charged with 4- 
iodobenzoic acid and the mixture was subsequently treated with 
isopropylmagnesium bromide to give a Grignard reagent. Quenching of the 
latter with tosyl cyanide gave 4-cyanobenzoic acid, following removal of the 
resin support. 
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Synthesis of optically active arylene bis-alanine 
derivatives carrying orthogonal protecting groups 
Ritzen, Andreas; Basu, Basudeb; 

Chattopadhyay, Shital K.; Dossa, Fahreen; Frejd, 
Torbjorn 

Department of Chemistry, Organic Chemistry 1, Lund 
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AB Derivs. of p- and m-phenylene bis-alanine and related biphenyl systems I [Ar = 
p-C6H4, m-C6H4, p, p 1 - (C6H4 ) 2 ; Teoc = Me3SiCH2CH202C; Boc = Me3C02C] , carrying 
four orthogonal protecting groups, were synthesized via combinations of Heck 
couplings of haloarenes and dehydroalanine derivs. followed by asym. 
hydrogenations . The intermediate unsatd. arylalanine derivs. II were 
hydrogenated using [Rh (COD) ( (R, R) -DIPAMP) ] +BF4- or [Rh (COD) (Me-DuPHOS) ] +X- as 
catalysts to produce the optically active, protected amino acid derivs. in 
>98% e.e. as analyzed by chiral phase HPLC. 
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Multiple cross-coupling reactions of aryl and benzylic 
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Aryl and benzylic zinc bromides undergo efficient Pd (0) -catalyzed cross- 
coupling reactions on the solid-phase using either Rink or Wang resin. By 
performing the cross-couplings with the multi-coupling reagents 4- 
BrZnCH2C6H402CCF3 and 4-BrZnC6H40Si (CHMe2) 3, two successive C-C bond forming 
reactions are possible on the solid-phase. 
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New coupling reactions and phosphorylations using 
organozinc reagents 
. Knochel, Paul; Langer, Falk; Longeau, Alexia; 
Rottlander, Mario; Studemanri, Thomas 
Fachbereich Chemie, Philipps-Universitat , Marburg, 
D-35032, Germany 

Chemische Berichte/Recueil (1997), 130(8), 1021-1027 
CODEN: CHBRFW 
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Journal; General Review 
English 

A review with 42 refs. This microreview on the chemical of organozinc 
reagents starts by briefly showing the methods of preparation of organozinc 
compds. and then discusses the considerable synthetic utility of zinc 
organometallics for the formation of new carbon-carbon bonds in the presence 
of transition-metal catalysts. Finally, the use of organozinc chemical for 
the preparation of polyf unctional and chiral phosphines is described. 
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AB The bis-amino acid derivs. (+)-6 and (+)-8 (shown as I and II, resp. where 
TMSE = 2-trimethylsilylethyl and Bn = benzyl) were synthesized (>95% ee) as 
mixts. with the corresponding diastereomers (dr:s 80:20 and 90:10, resp.) via 
asym. hydrogenation of the corresponding bis (didehydroamino acid) derivs. 
using [Rh ( (R, R) -DIPAMP) (COD) ] BF4 (DIPAMP = l,2-bis[(o- 
methoxyphenyl) phenylphosphino] ethane) as catalyst . 
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Acetylcholine receptor molecules of the nematode 
Caenorhabditis elegans 
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th 49 refs. Studies using physiol. and biochem. methods have 

existence of nicotinic acetylcholine receptors with a novel 
C. elegans provides a particularly suitable organism with which to 
such receptors using mol. genetic approaches. 
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Lipoprotein-bound bile acids in serum from healthy 
men, postprandially and during fasting 
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Journal 
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Individual bile acids were determined by gas-liquid chromatog. in very-low-d., 
low-d., and hi-d. lipoprotein fractions obtained by sequential 
ultracentrifugation of serum from normal adults, both postprandially and 
during fasting (for >12 h) . The lipoproteins contained 22-34% of fasting 
serum bile acids. The observed postprandial increase in bile acids did not 
exhibit any shift in the ratio between lipoprotein-bound- and non-lipoprotein- 
bound bile acids. Bile acids were present in all isolated lipoprotein 
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fractions, with high-d. lipoproteins containing the highest amts. In the 
lipoprotein fraction, a higher percentage of cholate than of chenodeoxycholate 
was found. 



